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Abstract of JP20031 04957 

PROBLEM TO BE SOLVED: To obtain a new production intermediate for a 5-amidino-2- 
hydroxybenzenesulfonamide derivative useful as an activated coagulation factor X inhibitor and to 
provide a method for producing the intermediate. SOLUTION: This compound is represented by 
general formula (I) (R<1> and R<2> are each hydrogen, a halogen, a lower alkyl. a lower alkylthio or a 
lower alkylsulfonyl; R<3> is a halogen, a lower alkylthio or a lower alkyl sulfonyl group; R<4> is 
carboxy, carbamoyl or an aminomethyl group). This method for producing the compound represented 
by general formula (I) from a compound of formula (II) (R<1> , R<2> and R<3> as shown above) is 
provided. 
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2* i$'>';^/U7}^::^/^t'y':n:^>rl/-4 — f/P) 

V (2. 6 2 g) ^mzo 

[00401 'H-NMR (DMSO-d.) 8 pp 
m:2. 70 (2H, t, J = 5. 7Hz), 2. 80 

(3H, s) , 2. 8 0-2. 9 0 (2H, m) , 6. 
00-6. 50 (2H. brs), 6. 69 (IH, d 
d. J = 7. 6. 2. IHz) , 6. 7 3 (IH, d, 
J = 2. IHz) , 7. 05 (IH, d, J = 7. 6H 
z) , 7. 37 (IH, dd, J = 7. 6, 1. 2H 
z). 7. 60-7. 65 (IH, m), 7. 65- 

7. 75 (IH, m) , 8. 07 ( 1 H, dd, J = 

8. 0, 1. 3Hz) 

[0 0 4 11 mm\s) 

5-i/ry-N- [2- (3-t Kn^i/~2' - ^ 
^yy.jVi^^:=~;V\fy=n=^j\^-A--</V) -2- 

2- (3-t Kn^rS/-2' ^ 
^/i.-4->i'yu) ^^/i-r ^> (1 2 0 g) , -r h7t 
Kn^^V (1. 56L) . hy:nf-/vr^>' (287 
mL) :ioJ:U^>^y-/U (5 0 4mL) COiS'&ifeiC, - 

i5t:r*ffif^T. b-\/T / -2-^ v^'y^y-^yys 

n I) K (9 5. 4 1 g) ^ 7 :&rBl;!)^«tT^.JiD 

rS^j^ETSJg^. nm\Z7^Vy\ih*viyyy (9 6 0 
mL) Sr^JDX.T^ft?L. TkJftltJ^T. Imo 1/L*» 
fk-:^ h !J '>i^7Kit?S (1. 2 5 L) ^?STLfi„ ^(^yM 
-o^ifeSr h/l^^i^V (4 8 OmL) , gcl^T h/U':3^V-X h 
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7tKD77V (6 0 0mL) 2 0156}% LfCo *1 
IC. yK'/^mWT. 2 mo 1 /LJg^ (6 6 OmL) 
xrgH±iL. K^^i^yu (5 7 OmL) T2(E]ttffiL 
/Co ^t>-ti:;rc#^^^^ft:ftS7k (2 4 0mL) T*gfe?% 

MffiT^^S^L. 5->>ry-N- [2- (3- 

-2-^ h^v'-<>ifv;^yU3i^>r ^ 
K (1 5 8. 9 6 g) 4:efe@«i:t LT»^o 
[00 4 2l'H-NMR (CDCI3) 5 ppm: 10 

2. 69 (3H, s) . 2. 87 {2H, t, J=6. 
9Hz), 3. 20-3. 30 (2H. m), 3. 98 

(3H. s) , 5. 34 (IH, t, J = 5. 7H 
z) , 5. 9 3 (IH. s) , 6. 8 8 ( 1 H, d d, 
] = 7. 6, 1. 6Hz) , 6. 9 7 (IH, d. 1. 
6Hz) , 7. 05-7. 15 (2H, m) . 7. 33 
(IH, d d. J = 7. 6, 1. 3Hz) , 7. 5 6 
(IH, t d, J = 7. 6. 1. 3Hz) . 7. 6 5 
(IH, t d. J = 7. 6. 1. 3Hz) . 7. 8 2 
(IH, dd, J = 8. 5. 2. 2Hz), 8. 15- 20 
8.2 5 (2H, m) 
[004 3] 6 ) 

[4- [2- (5-i/T/-2-^ h^i^^yif>y^/U 

n^:^/i^r^y) -2* -y ^>;^/U/}>:=:/vtf:7 

5-'>ry-N~ [2- (3-tKD^i^-2' -^^ 
>';^;P/^r::/Hf73:n/U-4->f /U) ^^/U] -2-p« 
h:^'>^>-tf>;5^/^4^>'r ^ K (5. 7 2g) ON, N 
->^y^;U;J^yUixr ^ K (5 7mL) gfSiCN, N->? 
><yynlfyU:iif^yl^7'^ V (2. 4 6mL) *5j:0=:/n 30 
■=E-ftK^^/i/ (1. 3 7mL)«r*nx.> 5 0\:-ei5Bt 
Pp^Jti^LfCo RJt^m^^^A (10 OmL) 

(15 OmL) -h/i-=^> (2 OmL) V^tti 

-f- (^ta^i^ : g^^^^yu— ^^ri^y) -eHKL. r 
^/u7t:^(^ [4- [2- (5-v'Ty-2-y h^iy 

(2. 9 6g) Srffl.^o 

[0044J'H-NMR (CDCI3) 6 ppm: 
1. 28 (3H. t, J=6. 9Hz) , 2, 59 (3 
H. s) , 2. 9 5 (2H, t. J = 6, 6Hz) , 

3. 30-3. 6 0 (2H. m) , 3. 99 (3H, 

s) . 4. 23 (2H. q, J=6. 9Hz) , 4. 6 
8 (2H. s) . 5. 4 3 (1 H. t. J =6. 3H 
z) , 6. 9 5 (1 H, d d, J = 7. 6. 1. 6H 
z) , 7. 04 (IH, d. J = 1. 6Hz) , 7, 0 
9(1H, d,J=8.5Hz),7.20(lH, 50 
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d. J = 7. 6H2) , 7. 36 (IH. dd. J = 
7. 6, 1. 3Hz) . 7. 5 7 (IH, t d, J = 
7. 6, 1. 3Hz) . 7. 6 5 (IH, t d, J = 

7. 6, 1. 3Hz) , 7. 8 0 (1 H. d d, J = 

8. 5. 2. 2H2) , 8. 2 0-8. 2 5 {2H. 
m) 

[0 0 4 5] {^nmi) 

[4- [2- (5-v-ry-2-t: V u^i^^:^-^:^^. 

/U/i>n/Ur^/) ^^/W] -2* -y ^i^J^/UTj^nyUlf 

[4- [2- (5-i/r/-2-y h^v^^V-lfV;^/!^ 
^^/vr^y) ^^yi^] -2* -y ^>>^/U7Mr^/ufcr7 

zcr:/l.-3--r/^;*-^>^] BtKoi^/l. (4. 6 2g) O 
N, N-v^y^/W/Jx/UAT^ K (4 OmL) ^fKlriSfl^ 
(1. 0 3g) ^JfJDx.. 1 4 0t:T'2^P«^Jt^f 
Lfco R/JJ«l^iKi«:^faJCMtyh^. g^K:n^;U (6 0 
mL) - l>/U:n^^ (6mL) - 1 mo 1 /Ll^®? (3 2 

mL) u^m\cm^fzo ^mm^^mx^. ^mm^ im 

T^fVyr^(r> [4- [2- (5-v^T/-2-t Kn 
^>^^V-lfv;^/U;i>r:;WT^ y) -2' -y^ 

>x/^7}^zz/ut:':7zii^/u-3->r/U:t^v^] Rg^oi^/u 
(3. 6 7 g) 

[004 61 'H~NMR (DMSO-de) 6 pp 
m:l. 14 (3H, t. J = 7. 3Hz), 2. 71 

(3H, s) , 2. 7 5- 2. 8 2 (2H, m) , 3. 
07-3. 16 (2H, m) , 4. 10 (2H, q, J 
= 7. 3Hz) . 4. 75 (2H. s) , 6. 90- 

6. 95 (2H, m) , 7. 12 ( 1 H, d, J=8. 
5Hz), 7. 20-7. 30 (IH, m), 7. 38 

(IH, dd. J = 7. 6, 1. 3Hz) , 7. 45- 

7. 6 0 (IH. b r s) . 7. 6 5 (1 H. t d. J 
= 7. 6, 1. 3Hz) , 7. 75 ( 1 H, td. J = 

7. 6. 1. 3Hz) , 7. 8 7 ( 1 H, d d, J = 

8. 5, 2. 2Hz). 8. 01 (IH, d, J=2. 
2Hz) , 8. 07 (IH, dd. J = 7. 6, 1. 3 
Hz) , 1 1. 8 0- 1 2. 3 0 (IH. b r) 

[0 04 7] (##^J8) 

[4- [2- (5-:^yU/<^ ^ K-r/l— 2-t Kn^rv' 
[4- [2- (5->'Ty-2-t KD=^v"<Vif>'>^ 

/u;j^::^/i.r ^ y) -2* - y ^ 

>':i:^>'l--3--r/U:t^iy] Kg^;n^;u (14 9mg) 

<r>m^mti\^m-:^^ ^-^^ d. OmD !g®fg$r^ 

si?fi<7)^^y-/u (1. OmL) mmzjsmr>^ 
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:=:'>A (2 0 6mg) ^IMk.. ^WlTICI S^f^mWL 
[4- [2- {5-tfJW<^ ^ hV/U-2-t Kni=¥v^ 

^y-^:y7.;u7i^=^ji^r ^ y) ^nf-zu] -2* 

4 Img) Sr^y^io 

[0 0 4 8]'H-NMR (DMSO-de) 6 pp 
m:l. 13 (3H, t, J = 7. 3Hz), 2. 72 

(3H, s),2. 75-2. 85 (2H, m).2. 10 
90-3. 00 (2H. m). 4. 09 (2H, q, J 
= 7. 3Hz) , 4, 76 (2H, s) , 6. 43 (1 
H, d, J = 8. 9Hz) , 6. 9 0-6, 9 5 (2 
H. m) , 7. 20 (IH, d, J = 7. 9Hz) , 
7. 3 9 (IH, d d, J = 7. 6, 1. 3Hz) , 
7. 57 (IH. dd, J = 8. 9, 2. 3Hz), 
7. 6 5 (IH, t d, J = 7, 6, 1, 3Hz) , 
7. 74 (IH, t d, J = 7. 6. 1. 3Hz) , 
7. 85-8. 15 (4H. m) , 8. 45-8. 80 

(2H. b r) 20 

10 0 4 9] (#%«rtj9) 

[4- [2- (5-;<;/W<^ ^ hV/V-2-t Kn=^i/ 

/^;^^/n:'7a:^yu-3--r/W';^=^iX] g^®^ • JfciS^:£ 
(fb^4&i) 

[4- [2- (5-;^/l-/^^ ^ hVyi--2-t Kp^v^ 

90ing) Or-fehr:M;>H. (l. OmL) ^gJgJtC 2 m 
o l/L7K^fb-:^ hy r^A^^jg (0. 7 5 6mL)^ 30 

l/Lmm (1. 2 6mL) SrAO;t. MEETl^igffiL 

feo SiatiCTkSrAox.. SAXicf+L. 7kr-i5fe?^L. 10 

m^miEr{cmm-L. &^mt^(o [4- [2- (5-:^ 

^y) :n^/u] -2' -y i5':^;^y^7j^::i/Wt*7ainyU- 

mm-mmm. (2 6 0mg) 

[00 5 0l'H-NMR (DMSO-de) 6 pp 
m : 2. 73 (3H, s) , 2. 80 (2H. t, J= 40 
7. 3Hz) . 3. 10 (2H, t, J = 7. 3H 
z) , 4. 65 (2H. s) , 6. 8 5-6. 9 5 (2 
H, m) . 7. 1 6 (IH, d, J = 7. 6Hz) . 
7. 23 (IH, d. J = 8. 3Hz) . 7. 37 (1 
H, dd, J = 7. 3, 1.3Hz),7. 66(1 
H, td, J = 7. 6, 1. 3Hz),7. 75(1 
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H, t d, J = 7. 6, 1. 3Hz) . 7. 8 9 (1 
H, dd, J = 8, 3. 2. IHz) 8. 08 (IH, 
d d, J = 7. 9, 1. 3Hz) , 8. 1 7 (IH, 
d, J = 2. IHz) . 8. 9 1 (2H. b r s) , 
9. 2 8 (2H, b r s) 

[0 0 5 11 mmmi) 

^^it^mtLX [4- [2- {5-:^/W<^^h*^/i^ 

i^] mm • m.mm(D v?p< f-yu;^ ^ y KSfS 2 . 5 
L. pH8. 40 1 0 OmMh • 2 0 OmMJg^k:^ 
-^A^ffiiSl 8 7. 5MLioJ:0^1mM S-2 2 

2 2 (^-{t:^mDms:^.ttS) *Sfg5 0ML^5^a 
») ^-^y^y-^v^yymmmmxo, eu/mLtc 

^SS{Lfc^?gl 0 LStJDxT, 3 7*^X^1 O^J-fel-O 
=^^^-htyS:o 6 0%fti^*^a5 0// L«riP;t-CR 
lS^f?±L. Pii3fcS (4 0 5nm) Srv^f^DT^U-h 

[00 5 2] wmt^¥omm(Di^h o ^/w^^/ut^ 

h ffitt<kiiL?fiE^ji@^ X m^mm(oi^io o tcif ^ ^ > - ^ 

y'>Vjg«^?Kl Oju L^*n;t/ct>(0^y7:^iJ'<t L 
fco hci-/^(^K5taSr5 0%fia*i-Stt(Oljfg^ 

(icso) f^mtikmmmmxm 

[0 0 5 3] 

[an 





1 (/iM) 




0. 0 1 2 
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^(*:^Srtb|gJli|s|-i LTflfBiC (1) r-*$ix5 fc'7a: = 
mc.X\ LA^tilX^J;<S(rlES: (VI I I) T'S$ix5 
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